In 1968, Trepanier and co-workers 1 reported the first synthesis of the 3,4,5,6-tetrahydro-2H-1,3,4-oxadiazin-2ones 2 as candidates for central nervous system stimulant activity. The synthesis of substituted 1,3,4-oxadiazinan-2ones has attracted attention because of their promising general application as chiral auxiliaries in asymmetric aldol addition reactions. 2 Heterocycles 2 ( Figure 1 ) were synthesized by Hitchcock and co-workers 3 from (1R,2S)-ephedrine and (1S,2S)pseudoephedrine, which have limited utility in creating diverse 1,3,4-oxadiazinan-2-ones, because the N 4 -position is substituted with a methyl group and both the C-5 and C-6 substituents are fixed (methyl and phenyl groups, respectively). We have developed another 1,3,4-oxadiazinan-2-one framework -the (5R)-4-methyl-5-phenyl-1,3,4-oxadiazinan-2-one (1) -starting from (R)-phenylglycine (3) , which can be replaced by other amino acids; these are excellent templates for the creation of new 1,3,4-oxadiazinan-2-ones due to the wide range and diversity of these chiral starting materials. Therefore, we present in this paper the synthesis of the heterocycle 1 (Scheme 1) and a simple method to prepare the N 3 -acylated-1,3,4-oxadiazinan-2-ones (Scheme 2). The synthesis of heterocycle 1 was readily performed in five steps from (R)-phenylglycine (3) on a multigram scale without chromatographic purification in 65% overall yield.
The starting point was the synthesis of N-formyl-(R)-phenylglycine (4), which was obtained in quantitative yield by the treatment of (R)-phenylglycine (3) 4 with formic acid and acetic anhydride (Scheme 1).
Scheme 1
Compound 4 was cleanly reduced 5 to N-methyl-(R)-phenylglycinol (5) with NaBH 4 /I 2 in THF in 94% yield. Compound 5 was treated 6 with NaNO 2 in the presence of aqueous HCl and THF to conveniently give the desired Nmethyl-N-nitrosamine (6) in 96% yield. N-Nitrosamine 6 was reduced 7 with LiAlH 4 in THF leading to hydrazine 7. 8 Subsequent treatment 9 with carbonyldiimidazole (CDI) furnished the cyclic diazacarbamate 1 in 75% yield.
DCC and DMAP are known as synthetically useful and mild reagents for the preparation of esters and amides. 10, 11 This chemistry was used to prepare (in one step) the N 3acylated 1,3,4-oxadiazinan-2-ones 8a-j using carboxylic acids, DCC, and DMAP (cat., 5 mol%) in CH 2 Cl 2 , at room temperature (Scheme 2). The N 3 -acylated products 8a-j were obtained in excellent yields ( The reaction does not require rigorously dried solvents or reagents, and eliminates the need for strong bases, such as BuLi or LiH. In addition, arylacetic acids and conjugated enoic acids can be employed to provide the desired N 3acyl-oxadiazinan-2-ones free of by-products.
In conclusion, we have prepared (5R)-4-methyl-5-phenyl-1,3,4-oxadiazinan-2-one in a five-step reaction and 65% overall yield. In addition, the method described provides a mild and efficient process for N 3 -acylation mediated by DCC/DMAP, resulting in a large variety of N 3 -acylatedoxadiazinan-2-ones and this method should be easily extend to acylations with more complex substrates. The initial reaction can also be extended to other amino acids besides (R)-phenylglycine described in this paper. 
(2R)-2-(N-Methyl)amino-2-phenylethanol (5)
To a stirred solution of amino acid 4 (38.00 g, 180 mmol), NaBH 4 (19.38 g, 510 mmol), and anhyd THF (500 mL) cooled to 0°C in an ice bath, was slowly added dropwise a solution of I 2 (53.85 g, 212 mmol) in THF (200 mL). Upon addition of I 2 gas evolution occurred, once this had ceased the flask was heated at reflux for 18 h and then cooled to r.t.; MeOH was added cautiously until the mixture became clear. After stirring for 30 min, the solvent was removed by rotary evaporator leaving a white paste, which was dissolved by the addition of KOH (20% aq, 200 mL). The resulting solution was stirred for 1 h and extracted with CH 2 Cl 2 (3 × 150 mL). The organic extracts were dried over Na 2 SO 4 
(2R)-2-(N-Methylnitroso)amino-2-phenylethanol (6)
To a solution of 5 (26.50 g, 175 mmol) in THF (75 mL) was added an aq solution of HCl (3 M, 75 mL, 225 mmol) followed by the addition of NaNO 2 (13.95 g, 202 mmol); the resulting mixture was stirred for 12 h. The mixture was then diluted with a sat. aq solution of NaHCO 3 until its pH was >7. The reaction mixture was extracted with EtOAc (4 × 100 mL), washed with a sat. solution of brine (80 mL), dried (Na 2 SO 4 ), and the solvent was removed by rotary evaporation to give 6 as an orange oil (30.50 g, 96%); 
N 3 -Acylation; General Procedure
To a mixture of 1,3,4-oxadiazinan-2-one (1; 500 mg, 2.60 mmol), DMAP (16 mg, 0.13 mmol) and the corresponding carboxylic acid (2.86 mmol) in CH 2 Cl 2 (4 mL) at 0°C, under a nitrogen atmosphere, DCC was added in one portion (590 mg, 2.86 mmol). The temperature of the resulting suspension was allowed to reach r.t. Stirring was continued until no starting material was left, as confirmed by TLC. The dicyclohexylurea formed was filtered and the precipitate washed with CH 2 Cl 2 (20 mL). The filtrate was washed with a sat. aq solution of NaHCO 3 (15 mL) and dried over Na 2 SO 4 . Filtration and evaporation yielded the crude compounds 8a-j, which were purified by flash chromatography on silica gel (hexane-EtOAc, 6:4). 
(5R)-3-Acetyl-4-methyl-5-phenyl-1,3,4-oxadiazinan-2-one (8a)

